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What is claimed is: 



1 . A compound of fomiula I: 



^^10 PRIORI rV r4 





or a phannaceutically acceptable salt, ester, amide, or prodrag thereof, 
wherein: 

is selected from H, a halogen, SH, and OH; 

is selected from H, a halogen, a NR^^R^^ a sulfonamide, a nitro, a formyl, an 
acyl, a C1-C3 alkyl optionally substituted with one or more fluorines, a C2-C3 alkenyl 
optionally substituted with one or more fluorines, a C2-C3 akynyl, optionally substituted 
with one or more fluorines, a Ci-Cz alkoxy optionally substituted with one or more 
fluorines, a Ci-C2thioallQfl optionally substituted with one or more fluorines, a C2 
alkenyl optionally substituted with one or more fluorines, a C2 akynyl optionally 
substituted with one or more fluorines, and a hydroxylamine optionally substituted with a 
C1-C2 alkyl, a C2 alkenyl, a C2- akynyl, a C1-C2 fluoroalkyl, a C2 fluoroalkenyl, or a C2 
akynyl; 

is selected from H, a halogen, a nitro, a Ci-Cio alkyl optionally substituted 
with one or more halogens, C2-C10 alkenyl optionally substituted with one or more 
halogens, C2-C10 akynyl optionally substituted with one or more halogens, a Ci-Cio 
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alkoxy optionally substituted with one or more halogens, a Ci-Cio thioallQ^l optionally 
substituted with one or more halogens, a C2-C10 thioalkenyl optionally substituted with 
one or more halogens, C2-C10 thioakynyl optionally substituted with one or more 
halogens, a NR^'^r'^, and a five to six-membered carbocyclic or heterocyclic ring 
optionally substituted with up to two R^^ groups; 

R"* is selected firom H, a halogen, and OH; 

R^ is selected firom CH2OH, CHO, COOH, and a C(R^')( R^'XCOOH); 

R^' and R^" are each independently selected from H, O, S and F; or R^* and R^" 
together form an O or S; 

R^ and R^ are each independently selected from H, a halogen, a C1-C12 alkyl 
optionally substituted with one or more R^^ , a C2-C12 alkenyl optionally substituted with 
one or more R*^, a C2-C12 akynyl optionally substituted with one or more R*^, a C1-C12 
alkoxy optionally substituted with one or more R*^, a C1-C12 thioalkyl optionally 
substituted with one or more R^^ , a C2-C12 thioalkenyl optionally substituted with one or 
more R^^, a C2-C12 thioakynyl optionally substituted with one or more R*^, a NR^^^*', a 
NHC(0)R'*^ and null; or R^ and R'' taken together form an O, S, NH or CH2; 

R* and R^ are each mdependently selected from H, halogen, a methyl optionally 
substituted witihi one or more halogens, and null; or R^ and R^ taken together with Y form . 
a three to five-membered optionally substituted carbocyclic ring; 

each R*° is independently selected from H, a halogen, and a methyl optionally 
substituted wifli one or more halogens; 
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^ and ^ * are each independently selected from H, a halogen and OH; or R^ ^ 
and R* ^* taken together form an O; 

R^^ and R^^ are each independently a C1-C3 alkyl, optionally substituted with one 
or more halogens, a C2-C3 alkenyl optionally substituted with one or more halogens, or a 
C2-C3 akynyl optionally substituted with one or more halogens; or R^^ and R^^ taken 
together with the nitrogen atom to which they are both bound form a five to six- 
membered heterocyclic ring; 

R^^ and R^^ are each independently selected from a C1-C2 alkyl optionally 
substituted wifli one or more halogens, a C2 alkenyl optionally substituted with one or 
more halogens, and C2 akynyl optionally substituted with one or more halogens; 

R^^ and R*^ are each independently selected from a C1-C12 alkyl optionally 
substituted with one or more R*^ , a C2-C12 alkenyl optionally substituted with one or 
more R^^, C2-C12 akynyl optionally substituted with one or more R^^, and a five to six- 
membered carbocycUc or heterocyclic ring optionally substituted with one or more R^^; 
or R and R taken together with the nitrogen atom to which they are both bound form a 
five to six-membered heterocyclic ring; 

18 • 

R is selected from a Ci-Cio alkyl optionally substituted with one or more 
halogens, a C2-C10 alkenyl optionally substituted with one or more halogens, a C2-C10 
akynyl optionally substituted with one or more halogens, and a five to six-membered 
carbocyclic or heterocyclic ring optionally substituted with one or more R*^; 

R*^ is selected from a halogen, a C1-C4 alkyl optionally substituted with one or 

more fluorines, a C2-C4 alkenyl optionally substituted with one or more fluorines, C2-C4 
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akynyl, optionally substituted with one or more fluorines, a C1-C4 alkoxy optionally 
substituted with one or more halogens, a C1-C3 thioalkyl optionally substituted with one 
or more halogens, a C2-C3 ttuoalkenyl optionaUy substituted with one or more halogens, 
a C2-C3 thioalqaiyl optionally substituted with one or more halogens, a formyl and a 
nitro; 

X and Y are each independently selected from O, S, N and C; 
wherein: 

if X is O or S, then each of and is null; 

if X is N, then one of R^ and R'' is null; 

if Y is O or S, then each of R* and R^ is null; and 

if Y is N, then one of R^ and R^ is null. 

2. The compound of claim 1, wherein: 
R^ is H or halogen; 

R IS selected from H, a halogen, a C1-C2 alkyl optionally substituted with one or 
more fluorines, a C1-C2 alkoxy optionally substituted with one or more fluorines, a C1-C2 ' 
thioallq^l optionally substituted with one or more fluorines, and a NR"R^^; 

R is selected from H, a halogen, a C1-C2 alkyl optionally substituted with one or 
more halogens, a C1-C2 alkoxy optionally substituted with one or more halogens, a Ci- 
Cathioalkyl optionally substituted with one or more halogens, and a ISfR^^R''*; 

R'* is H or a halogen; 

178 



wo 2005/017185 



PCTAJS2004/022907 



is CH2OH, COOH or a C(R^){ R^")(COOH); 

R^' and R^" are each independently selected from H and F; or R^' and R^" together 
form an O or S; and 

6 7 

R and R are each independenfly selected from H, a halogen, a CrC2 alkyl 
optionally substituted with one or more R^^, a C1-C2 alkoxy optionally substituted with 
one or more R^^, a CrCi thioalkyl optionally substituted with one or more R^^, a 
NR^^R^^ and a NHC(0)R^^ or R^ and R^ taken together form an O, S, NH or CH2. 

3. The compound of claim 2, wherein: 

R*® is H or halogen; 

R" and R"' are each indq)endently selected from H and a halogen; or R" and R^^' 
taken together form an O; 

R^^ and R^^ are each independently selected from a CpCa alkyl optionally 
substituted with one or more halogens, a C2-C3 alkenyl optionally substituted with one or 
more halogens, a C2-C3 akynyl optionally substituted with one or more halogens; 

R*^ and R" are each independently selected from a C2-C4 alkyl optionally 
substituted with one or more R^^, a five to six membered carbocyclic or heterocyclic ring 
optionally substituted with one or more R*^. 

4. The compound of claim 3, wherein: 

XisCorN. 

5. The compound of claim 3, wherein: 

XisOorS. 
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6. The compound of any one of claims 4 and 5, wherein: 

YisCorN, 

7. The compound of any one of claims 4 and 5, wherein: 

YisOorS. 

8. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 1 . 

9. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 2. 

10. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound according to claim 3. 

1 1 . A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 4. 

12. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 5. 

13. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 6. 

14. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 7. 

15. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amount of a compound of claim 11. 
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16. A method of treating a patient comprising administering to said patient a 
phamiaceutical agent comprising a phamiaceutically acceptable carrier and a 
phamiaceutically effective amount of a compound of claim 2. 

17. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amount of a compoimd of claim 3. 

1 8. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amoimt of a compound of claim 4. 

19. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amount of a compound of claim 5. 

20. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amount of a compound of claim 6. 

21. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amount of a compoimd of claim 7. 

22. The method according to any one of claims 15-21, wherein said method comprises 
treating said patient for a disease or condition selected from the group consisting of: 
syndrome X, non-insulin dependent diabetes mellitus, cancer, obesity, cardiovascular 
disease and dyslipidemia. 

23. A compound of formula H: 
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or a pharmaceutically acceptable salt, ester, amide, or prodrug thereof, 
wherein: 

is selected from H, a halogen, SH, and OH; 

is selected from H, a halogen, a NR^^R", a sulfonamide, a nitro, a formyl, an 
acyl optionally substituted with one or more halogens, a C1-C3 allq^l optionally 
substituted with one or more fluorines, a C2-C3 alkenyl optionally substituted with one or • 
more fluorines, a C2-C3 akynyl optionally substituted with one or more fluorines, a CrCi 
alkoxy optionally substituted with one or more fluorines, a C1-C2 thioalkyl optionally 
substituted with one or more fluorines, a C2 thioalkenyl optionally substituted with one 
or more fluorines, a C2 akynyl optionally substituted with one or more fluorines, and a 
hydroxylamine optionally substituted with a C1-C2 alkyl, a C2 alkenyl, a C2 akynyl, a 
CrC2fluoroalkyl, a C2 fluoralkenyl, or a C2 fluoroakynyl,; 

R^ is selected from H, a halogen, a nitro, a Ci-Cio alkyl optionally substituted 
with one or more halogens, a C2-C10 alkenyl optionally substituted with one or more 
halogens, a C2-C6 akynyl optionally substituted with one or more halogens, a Ci-Cio 
alkoxy optionally substituted with one or more halogens, a Ci-Cio thioalkyl optionally 
substituted with one or more halogens, a C2-C10 thioalkenyl optionally substituted with 
one or more halogens, a C2-C10 thioakynyl optionally substituted with one or more 
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halogens, a NR^'^R^^, and a five to six-membered carbocyclic or heterocyclic ring 
optionally substituted with up to two R*^ groups; 

R"* is selected firom H, a halogen, and OH; 

R^ is selected firom CH2OH, CHO, COOH, and a C(R^')( R^'^(COOH); 

R^* and R^" are each independenfly selected from H, O, S and F; or R^' and R^" 
together form an O or S; 

R^ and R*^ are each independently selected from H, a halogen, a C1-C12 alkyl 
optionally substituted with one or more R^^, a C2-C12 alkenyl optionally substituted with 
one or more R*^, a C2-C12 akynyl optionally substituted with one or more R^^ a C1-C12 
alkoxy optionally substituted with one or more R^^, a Ci-Cn thioalkyl optionally 
substituted with one or more R^^, a C2-C12 thioalkenyl optionally substituted with one or 
more R^^, a C2-C12 thioakynyl optionally substituted with one or more R^^ a NR^^R^^, a 
NHC(0)R^ ^ and null; or Re and R7 taken together form an O, S, NH or CH2; 

R and R are each independently selected from H, halogen, a methyl optionally 
substituted with one or more halogens, and null; or R^ and R^ taken together with Y form 
a three to five-membered optionally substituted carbocyclic ring; 

R^^ and R^^ are each independently CrCa alkyl optionally substituted with one or 
more halogens, a C2-C3 alkenyl optionally substituted with one or more halogens, or a 
C2-C3 akynyl optionally substituted with one or more halogens; or R'^ and R^^ taken 
together wifli the nitrogen atom to which they are both bound form a five to sbc- 
membered heterocyclic ring; 
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R^"^ and R^^ are each independently a C1-C2 alkyl optionally substituted with one 
or more halogens, a C2 alkenyl optionally substituted with one or more halogens, or a C2 
akynyl optionally substituted with one or more halogens; 

R and R are each independently selected from a C1-C12 alkyl optionally 
substituted with one or more R^^, a C2-C12 alkenyl optionally substituted with one or 
more R^^, a C2-C12 akynyl optionally substituted with one or more R^^, and a five to six- 
membered caibocyclic or heterocyclic ring optionally substituted with one or more R^^; 
or R^^ and R*^ taken together with the nitrogen atom to which they are both bound form a 
five to six-membered heterocyclic ring; 

R is selected firom a Ci-Cio alkyl optionally substituted with one or more 
halogens, a C2-C10 alkenyl optionally substituted with one or more halogens, a C2-C10 
akynyl optionally substituted with one or more halogens, and a five to six-membered 
carbocyclic or heterocyclic ring optionally substituted with one or more R^^; 

R*^ is selected from a halogen, a C1-C4 alkyl optionally substituted with one or 
more fluorines, a C2-C4 alkenyl optionally substituted with one or more fluorines, a C2- 
C4 akynyl optionally substituted with one or more fluorines, a CrC4 alkoxy optionally 
substituted with one or more halogens, a C1-C3 thioalkyl optionally substituted with one 
or more halogens, a C2-C3 thioalkenyl optionally substituted with one or more halogens, 
a C2-C3 thioakynyl, optionally substituted with one or more halogens, a formyl and a 
nitro; 

X and Y are each independently selected firom O, S, N and C; 
wherein: 
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if X is O or S, then each of and is null; 

if X is N, then one of R^ and R' is null; 

if Y is O or S, then each of R* and r' is null; and 

if Y is N, then one of R* and R' is nuU. 

24. The compound of claim 23, wherein: 
R' is H or halogen; 

R^ is selected from H, a halogen, a C1-C2 alkyl optionally substituted with one or 
more fluorines, a C1-C2 alkoxy optionally substituted with one or more fluorines, a C1-C2 
thioallgrl optionally substituted with one or more fluorines, and a NR"r'^; 

R^ is selected fix>m H, a halogen, a C1-C2 alkyl optionally substituted witii one or 
more halogens, a C1-C2 alkoxy optionally substituted with one or more halogens, a C1-C2 
thioalkyl (q)tionally substituted with one or more halogens, and a NR"r'*; 

R^ is H or a halogen; 

R^ is CH2OH, COOH or C(R^')( R^")(COOH); 

R^' and R^" are each independenfly selected from H and F; or R*' and R^" together 
form an O or S; and 

R and R are each independently selected from H, a halogen, a C1-C2 alkyl 

optionally substituted with one or more r'', a C1-C2 alkoxy optionally substituted with 

one or more R", a C1-C2 thioalkyl optionally substituted with one or more R", a 

NR'*R" and a NHCCOR"; or R* and R' taken together form an O, S, NH or CH2. 
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25. The compound of claim 24, wherein: 

R" and R" are each independently a Ci-Ca alkyl C2-C6 alkenyl, C2-C6 akynyl, 
optionally substituted with one or more halogens; 

R^^ and R" are each independently selected from a C2-C4 alkyl optionally 
substituted with one or more R^^, and a five to six membered carbocyclic or heterocyclic 
ring optionally substituted vnfh one or more R^^. 

26. The compound of claim 25, wherein: 

XisCorN. 

27. The compoimd of claim 25, wherein: 

X is O or S. 

28. The compound of any one of claims 26 and 27, wherein: 

YisCorN. 

29. The compound of any one of claims 26 and 27, wherein: 

YisOorS. 

30. A pharmaceutical agent comprising a phannaceutically acceptable carrier and a 
compound according to claim 23. 

31 . A pharmaceutical agent comprising a phannaceutically acceptable carrier and a 
compound according to claim 24. 

32. A pharmaceutical agent comprising a phannaceutically acceptable carrier and a 
compoimd according to claim 25. 
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33. A pharmaceutical agent comprising a phannaceutically acceptable carrier and a 
compound according to claim 26. 

34. A pharmaceutical agent comprising a phannaceutically acceptable carrier and a 
compound according to claim 27. 

35. A pharmaceutical agent comprising a phannaceutically acceptable carrier and a 
compound according to claim 28. 

36. A pharmaceutical agent comprising a phannaceutically acceptable earner and a 
compound according to claim 29. 

37. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprismg a phannaceutically acceptable canier and a 
phannaceutically effective amount of a compound of claim 23. 

38. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a phannaceutically acceptable earner and a 
phannaceutically effective amount of a compound of claim 24. 

39. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
phannaceutically effective amount of a compoimd of claim 25. 

40. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprismg a pharmaceutically acceptable carrier and a 
phannaceutically effective amoimt of a compound of claim 26. 

41. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a phannaceutically acceptable carrier and a 
pharmaceutically effective amount of a compound of claim 27. 



187 



wo 2005/017185 



PCT/US2004/022907 



42. A method of treating a patient comprising administering to said patient a 
phamiaceutical agent comprising a phamiaceutically acceptable carrier and a 
pharmaceutically effective amount of a compound of claim 28. 

43. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amount of a compound of claim 29. 

44. The method according to any one of claims 37-43, wherein said method comprises 
treating said patient for a disease or condition selected fiom the group consisting of: 
syndrome X, non-insuUn dependent diabetes mellitus, cancer, obesity, cardiovascular 
disease and dyslipidemia. 

45. A compound of formula HI: 




m 

or a pharmaceutically acceptable salt, ester, amide, or prodrug thereof, 
wherein 

is selected from H, a halogen, SH, and OH; 

is selected from H, a halogen, a ^IR^^R^^ a sulfonamide, a nitro, a formyl, an 
acyl optionally substituted with one or more halogens, a C1-C3 alkyl optionally 
substituted with one or more fluorines, a C2-C3 alkenyl optionally substituted with one or 
more fluorines, C2-C3 akynyl optionally substituted with one or more fluorines, a C1-C2 
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alkoxy optionally substituted with one or more fluorines, a C1-C2 thioalkyl optionally 
substituted with one or more fluorines, a C2-C6 thioalkenyl optionally substituted with 
one or more fluorines, aCa-Ce thioakynyl optionally substituted with one or more 
fluorines, and a hydroxylamine optionally substituted with a C1-C2 alkyl, a C2 alkenyl, a 
C2 akynyl, a CrC2fluoroalkyl, a C2 fluoroalkenyl, or C2 fluoroakynyl; 

is selected from H, a halogen, a nitro, a Ci-Cto alkyl optionally substituted 
with one or more halogens, C2-C10 alkenyl optionally substituted with one or more 
halogens, C2-C10 akynyl optionally substituted with one or more halogens, a CrCio 
alkoxy optionally substituted with one or more halogens, a Ci-Cio thioalkyl optionally 
substituted with one or more halogens, C2-C10 thioalkenyl optionally substituted with one 
or more halogens, C2-C10 thioakynyl optionally substituted with one or more halogens, a 
NR^^^^, and a five to six-membered carbocyclic or heterocyclic ring optionally 
substituted with up to two R^^ groups; 

R"* is selected from H, a halogen, and OH; 

R^ is selected fix)m CH2OH, CHO, COOH, and a C(R?)( R^ XCOOH); 

R^" and R^" are each independentiy selected from H, O, S and F; or R^' and R^" 
together form an O or S; 

8 9 

R and R are each iadependently selected from H, a halogen, a methyl optionally 
substituted with one or more halogens, and null; or R^ and R^ taken together witti Y form 
a three to five-membered optionally substituted carbocyclic ring; 
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R and R are each independently a CrC3 alkyl optionally substituted with one 
or more halogens, a C2-C3 alkenyl optionally substituted with one or more halogens, or a 
C2-C3 akynyl optionally substituted with one or more halogens; or R*^ and R" taken 
together with the nitrogen atom to which they are both bound form a five to six- 
membered heterocyclic ring; 

R^'^andR^^ are each independently a C1-C2 alkyl optionally substituted with one 
or more halogens, a C2 alkenyl optionally substituted with one or more halogens, or a C2 
akynyl optionally substituted with one or more halogens; 

R^^ is selected from a halogen, a C1-C4 alkyl optionally substituted with one or 
more fluorines, a C2-C4 alkenyl optionally substituted with one or more fluorines, a C2- 
C4 akynyl, optionally substituted with one or more fluorines, a CrC4 alkoxy optionally 
substituted with one or more halogens, a C1-C3 thioalkyl optionally substituted with one 
or more halogens, a C2-C6 thioalkenyl optionally substituted with one or more halogens, 
a C2-C6 fhioakynyl optionally substituted with one or more halogens, a formyl and a 
nitro; 

Y is selected from O, S, N and C; 
wherein: 

if Y is O or S, then each of R^ and R^ is null; and 

if Y is N, then one of R^ and R^ is null. 

46. The compound of claim 45, wherein: 
R^ is H or halogen; 
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R is selected from H, a halogen, a C1-C2 alkyl optionally substituted with one or 
more fluorines, a C1-C2 alkoxy optionally substituted wifli one or more fluorines, a C1-C2 
tiiioallqrl optionally substituted with one or more fluorines, and a NR^ *R^^; 

R^ is selected firom H, a halogen, a C1-C2 alkyl optionally substituted with one or 
more halogens, a C1-C2 alkoxy optionally substituted with one or more halogens, a C1-C2 
thioalkyl optionally substituted with one or more halogens, and a NR^^R^'*; 

R'* is H or a halogen; 

R^ is CH2OH, COOH or a C(R^')( R^ XCOOH); and 

R^ and R^" are each independently selected from H and F; or R^* and R^" together 
form an O or S. 

47. The compound of claim 46, wherein: 

R^^ and R^^ are each independently a d-Ca all<yl optionally substituted with one 
or more halogens. 

48. The compoimd of claim 47, wherein: 

YisCorN. 

49. The compound of claims 47 wherein: 

Y is O or S. 

50. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 45. 

5 1 . A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 46. 
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52. A phannaceutical agent comprising a phannaceutically acceptable carrier and a 
compound of claim 47. 

53. A phannaceutical agent comprising a phannaceutically acceptable carrier and a 
compound of claim 48. 

54. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 49. 

55. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a phannaceutically acceptable carrier and a 
pharmaceutically effective amount of a compound of claim 45. 

56. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
phannaceutically effective amoimt of a compound of claim 46. 

57. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a phannaceutically acceptable carrier and a 
pharmaceutically effective amount of a compound of claim 47. 

58. A method of treating a patient comprising administering to said patient a 
phannaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amoimt of a compoimd of claim 48, 

59. A method of treating a patient comprising administering to said patient a 
phannaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amount of a compound of claim 49. 

60. The method according to any one of claims 55-59, wherein said method comprises 
treating said patient for a disease or condition selected from the group consisting of: 
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syndrome X, non-insulin dependent diabetes mellitus, cancer, obesity, cardiovascular - 
disease and dyslipidemia. 
61 , A compound of formula IV: 

r20 



I 




IV 



or a pharmaceutically acceptable salt, ester, amide, or prodrug thereof, 
wherein: 

is selected from H, a halogen, SH, and OH; 

is selected from H, a halogen, a NR^^R^^ a sulfonamide, a nitro, a formyl, an 
acyl, a Ci-Ca alkyl optionally substituted with one or more fluorines, a C2-C3 alkenyl 
optionally substituted with one or more fluorines, a C2-C3 akynyl optionally substituted 
with one or more fluorines, a CrC2 alkoxy optionally substituted with one or more 
fluorines, a C1-C2 tiiioalkyl optionally substituted with one or more fluorines, a C2 
thioalkenyl optionally substituted with one or more fluorines, a C2 thioakynyl optionally 
substituted with one or more fluorines, and a hydroxylamine optionally substituted with a 
C1-C2 alkyl, a 0% alkenyl, a C2 akynyl, a C1-C2 fluoroalkyl, a C2 fluoroalkenyl, or C2 
fluoroakynyl; 

R^ is selected from H, a halogen, a nitro, a Ci-Cio alkyl optionally substituted 

with one or more halogens, a C2-C10 alkenyl optionally substituted with one or more 

halogens, C2-C10 akynyl optionally substituted with one or more halogens, a Ci-Cio 

193 



wo 2005/017185 



PCT/US2004/022907 



alkoxy optionally substituted with one or more halogens, a CrCio thioalkyl optionally 
substituted with one or more halogens, a C2-C10 thioalkenyl optionally substituted with 
one or more halogens, a C2-Ciothioakynyl optionally substituted with one or more 
halogens, a NR^'^R^^, and a five to six-membered caibocyclic or heterocyclic ring 
optionally substituted with up to two R*^ groups; 

R^ is selected jfrom H, a halogen, and OH; 

R^ is selected firom CH2OH, CHO, COOH, and a C(R^')( R^")(COOH); 

R^' and R^" are each independently selected from H, O, S and F; or R^' and R^" 
together form an O or S; 

R^ is selected firom H, a halogen, a C1-C12 alkyl optionally substituted with one or 
more R^^, a C2-C12 alkenyl optionally substituted with one or more R^^, a C2-C12 akynyl 
optionally substituted with one or more R*^, a C1-C12 alkoxy optionally substituted with 
one or more R^^, a C1-C12 thioalkyl optionally substituted with one or more R*^ a C2-C12 
thioalkenyl optionally substituted with one or more R^^, a C2-Ci2 thioakynyl optionally 
substituted with one or more R^^, a NR^^R^^, a NHC(0)R^^ and null; 

8 9 

R and R are each independently selected firom H, a halogen, a methyl optionally 
substituted with one or more halogens, and null; or R^ and R^ taken together with Y form 
a three to five-membered optionally substituted carbocyclic ring; 

R^^ and R^^ are each independently a Ci-Cs alkyl optionally substituted with one 
or more halogens, a C2-C3 alkenyl optionally substituted with one or more halogens, or a 
C2-C3 akynyl optionally substituted with one or more halogens; or R*^ and R^^ taken 
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together with the nitrogen atom to which they are bofli bound foim a five to six- 
membered heterocyclic ring; 

R^"* and R}^ are each independently a C1-C2 alkyl optionally substituted with one 
or more halogens, a C2 alkenyl optionally substituted with one or more halogens, or a C2 
akynyl optionally substituted with one or more halogens; 

R^^ and R^'^ are each independently selected fi:om a C1-C12 alkyl optionally 
substituted with one or more R^^ a C2-C12 alkenyl optionally substituted with one or 
more R^^, a C2-C12 akynyl optionally substituted with one or more R*^, and a five to six- 
membered carbocyclic or heterocyclic ring optionally substituted with one or more R^^; 

orR andR taken together with the nitrogen atom to which they are both bound form a 
five to six-membered heterocyclic ring; 

R^^ is selected firom a Ci-Cio alkyl optionally substituted with one or more 
halogens, a C2-C10 alkenyl optionally substituted with one or more halogens, a C2-C6 
alqmyl optionally substituted with one or more halogens, and a five to six-membered 
carbocyclic or heterocyclic ring optionally substituted with one or more R^^; 

R^^ is selected firom a halogen, a CrC4 alkyl optionally substituted with one or 
more fluorines, a C2-C4 alkenyl optionally substituted with one or more fluorines, a C2- 
C4 akynyl optionally substituted with one or more fluorines, a C1-C4 alkoxy optionally 
substituted with one or more halogens, a C1-C3 thioalkyl optionally substituted with one 
or more halogens, a C2-C3 thioalkenyl optionally substituted with one or more halogens, 
a C2-C3 thioakynyl, optionally substituted wifli one or more halogens, a formyl and a 
nitro; 
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R is selected &om a C4-C5 alkyl optionally substituted with one or more 
halogens, a C4-C5 alkenyl optionally substituted with one or more halogens, a C4-C4 
alqmyl optionally substituted with one or more halogens, a phenyl optionally substituted 
with one or more fluorines, a thienyl optionally substituted with one or more fluorines, 
and a benzyl optionally substituted with one or more R*^; 

X is selected from O and NH; 

Y is selected from O, S, N, and C; and 

Z is selected from CH2, NH, and phenylene; 

wherein: 

if Y is O or S, then each of R^ and R^ is null; and 

if Y is N, then one of R^ and R^ is null. 

62. The compound of claim 61, wherein: 
R^ is H or halogen; 

R^ is selected from H, a halogen, a C1-C2 allqrl optionally substituted with one or 
more fluorines, a C1-C2 alkoxy optionally substituted with one or more fluorines, a C1-C2 
thioalkyl optionally substituted with one or more fluorines, and a NR^^R^^; 

R"^ is selected from H, a halogen, a C1-C2 alkyl optionally substituted with one or 
more halogens, a C1-C2 alkoxy optionally substituted with one or more halogens, a fiilly 
saturated CrC2 fliioalkyl optionally substituted with one or more halogens, and a 
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R"* is H or a halogen; 

is CH2OH, COOH or a C(R?)i R^ KCOOH); 

R^' and R^" are each independently selected from H and F; or R^' and R^" together 
form an O or S; and 

R^ is selected from H, a halogen, a Cj-Ci alkyl optionally substituted with one or 
more R*^, a C1-C2 alkoxy optionally substituted with one or more R^^, a C1-C2 thioalkyl 
optionally substituted with one or more R^^, a NR^^R^*^ and a NHC(0)R^^. 

63. The compoimd of claim 62, wherein: 

R^^andR^^ are each independently a C1-C3 alkyl optionally substituted with one 
or more halogens, a C2-C3 alkenyl optionally substituted with one or more halogens, a 
C2-C3 akynyl optionally substituted with one or more halogens; 

R^^andR^^ are each independently selected from a C2-C4 alkyl optionally 
substituted with one or more R^^, a five to six membered carbocyclic or heterocyclic ring 
optionally substituted with one or more R^^. 

64. The compound of claim 63, wherein: 

Xis O. 

65. The compound of claim 63, wherein: 

XisNH. 

66. The compound of any one of claims 64 and 65, wherein: 

YisCorN. 
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67, 



The compound of any one of claims 64 and 65, wherein: 



YisOorS. 



68. 



A pharmaceutical agent 



comprising a pharmaceutically acceptable carrier and a 



compound of claim 61. 

69. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 62. 

70. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 63. 

71 . A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 64. 

72. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 65. 

73. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compoimd of claim 66. 

74. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 67. 

75. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amount of a compound of claim 61. 

76. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amount of a compound of claim 62. 



198 



wo 2005/017185 



PCT/US2004/022907 



77. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a phamiaceutically acceptable carrier and a 
pharmaceutically effective amoimt of a compoimd of claim 63. 

78. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amoxmt of a compoimd of claim 64. 

79. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amoimt of a compound of claim 65. 

80. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amoimt of a compound of claim 66. 

81 . A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amount of a compound of claim 67. 

82. The method according to any one of claims 75-81, wherein said method comprises 
treating said patient for a disease or condition selected from the group consisting of: 
syndrome X, non-insulin dependent diabetes mellitus, cancer, obesity, cardiovascular 
disease and dyslipidemia. 

83. A compound of formula V: 
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r20 
I 




V 



or a phannaceutically acceptable salt, ester, amide, or prodrug thereof, 
wherein: 

is selected jfrom H, a halogen, SH, and OH; 

is selected from H, a halogen, a NR^^R^\ a sulfonamide, a nitro, a formyl, an 
acyl, a C17C3 alkyl optionally substituted with one or more fluorines, a C2-C3 alkenyl 
optionally substituted with one or more fluorines, a C2-C3 akynyl optionally substituted 
with one or more fluorines, a C1-C2 alkoxy optionally substituted with one or more 
fluorines, a Ci-Cz thioalkyl optionally substituted with one or more fluorines, a C2 
thioalkenyl optionally substituted with one or more fluorines, a C2 thioakynyl optionally 
substituted with one or more fluorines, and a hydroxylamine optionally substituted with a 
C1-C2 alkyl, a Cz alkenyl, a C2 akynyl, a C1-C2 fluoroalkyl, a C2 fluoroalkenyl, or a C2 
fluoroakynyl; 

R^ is selected fix)m H, a halogen, a nitro, a Ci-Cio alkyl optionally substituted 

with one or more halogens, a C2-C10 alkenyl optionally substituted with one or more 

halogens, C2-C10 akynyl optionally substituted with one or more halogens, a Ci-Cio 

alkoxy optionally substituted with one or more halogens, a Ci-Cio thioalkyl optionally 

substituted with one or more halogens, a C2-C10 alkenyl optionally substituted wifli one 

or more halogens, a C2-C10 akynyl optionally substituted with one or more halogens, a 
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NR R , and a five to six-membered carbocyclic or heterocyclic ring optionally 
substituted with up to two R^' groups; 

R"* is selected from H, a halogen, and OH; 

R^ is selected from CH2OH, CHO, COOH, and a CCR^^ R^CCOOH); 

R^* and R^" are each independently selected from H, O, S and F; or R^' and R^" 
together form an O or S; 

ft A 

R and R are each independently selected from H, a halogen, a methyl optionally 
substituted with one or more halogens, and null; or R* and R^ taken together with Y form 
a three to five-membered optionally substituted carbocyclic ring; 

R^^ and R^^ are each independently a C1-C3 alkyl optionally substituted with one 
or more halogens, a C2-C3 alkenyl optionally substituted with one or more halogens, or a 
C2-C3 akynyl optionally substituted with one or more halogens; or R^^ and R^^ taken 
together with the nitrogen atom to which they are both bound form a five to six- 
membered heterocyclic ring; 

R^"* and R^^ are each independently a C1-C2 alkyl optionally substituted with one 
or more halogens, a C2 alkenyl optionally substituted with one or more halogens, or C2 
akynyl optionally substituted with one or more halogens; 

R'^ is selected from a halogen, a CrC4 alkyl optionally substituted with one or 
more fluorines, a C2-C4 alkenyl optionally substituted with one or more fluorines, or a 
C2-C4 akynyl optionally substituted with one or more fluorines, a C1-C4 alkoxy 
optionally substituted with one or more halogens, a C1-C3 thioalkyl optionally substituted 
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with one or more halogens, a C2-C3 thioalkenyl optionally substituted with one or more 
halogens, a C2-C3 thioalQ^nyl, optionally substituted with one or more halogens^ a 
formyl and a nitro; 

is selected jfrom a C4-C5 alkyl optionally substituted with one or more 
halogens a C4-C5 alkenyl optionally substituted with one or more halogens, a C4-C5 
akynyl optionally substituted with one or more halogens optionally substituted with one 
or more halogens, a phenyl optionally substituted with one or more fluorines, a thienyl 
optionally substituted with one or more fluorines, and a benzyl optionally substituted 
with one or more R*^; 

Y is selected from O, S, N, and C; and 

Z is selected from CH2, NH, and phenylene; 

wherein: 

if Y is O or S, then each of R^ and R^ is null; and 

if Y is N, then one of R^ and R^ is null. 

84. The compound of claim 83, wherein: 
R' is H or halogen; 

R IS selected from H, a halogen, a C1-C2 alkyl optionally substituted with one or 
more fluorines, a C1-C2 alkoxy optionally substituted with one or more fluorines, a C1-C2 
thioalkyl optionally substituted with one or more fluorines, and a NR^^R^^; 
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R is selected from H, a halogen, a C1-C2 alkyl optionally substituted with one or 
more halogens, a C1-C2 alkoxy optionally substituted with one or more halogens, a C1-C2 
thioalkyl optionally substituted with one or more halogens, and a NR^R^"*; 

R"^ is H or a halogen; 

R^ is CH2OH, COOH or a C(R^)( R^")(COOH); and 

R^' and R^" are each independently selected from H and F; or R^ and R^" together 
form an O or S. 

85. The compound of claim 84, wherein: 

R^^ and R*^ are each independently a C1-C3 alkyl optionally substituted with one 
or more halogens, a C2-C3 alkenyl optionally substituted with one or more halogens, or a 
C2-C3 akynyl optionally substituted with one or more halogens; 

86. The compound of claim 85, wherein: 

YisCorN. 

87. The compound claim 85, wherein: 

YisOorS. 

88. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 83. 

89. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 84. 

90. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 85. 
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91. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 86. 

92. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 87. 

93. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amount of a compound of claim 83. 

94. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amount of a compound of claim 84. 

95. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amount of a compound of claim 85. 

96. A me&od of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amount of a compoimd of claim 86. 

97. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amoimt of a compound of claim 87. 

98. The metiiod according to any one of claims 93-97, wherein said method comprises 
treating said patient for a disease or condition selected from the group consisting of: 
syndrome X, non-insulin dependent diabetes mellitus, cancer, obesity, cardiovascular 
disease and dyslipidemia. 

99. A compound of formula VI: 
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or a phaimaceutically acceptable salt, ester, amide, or prodrug thereof, 
wherein: 

is selected from H, a halogen, SH, and OH; 

is selected from H, a halogen, a NR^^R^^, a sulfonamide, a nitro, a formyl, an 
acyl optionally substituted with one or more halogens, a C1-C3 alkyl optionally 
substituted with one or more fluorines, a C2-C3 alkenyl optionally substituted with one or • 
more fluorines, a C2-C3 akynyl optionally substituted with one or more fluorines, a C1-C2 
alkoxy optionally substituted with one or more fluorines, a d-Ci thioalkyl optionally 
substituted with one or more fluorines C2 fhioalkenyl optionally substituted with one or 
more fluorines, a C2 thioakynyl optionally substituted with one or more fluorines, and a 
hydroxylamine optionally substituted with a C1-C2 alkyl, a C2 alkenyl, a C2 akynyl, a d- 
C2 fluoroalkyl, a C2 fluoroalkenyl, or a C2 fluoroakynyl,; 

R^ is selected from H, a halogen, a nitro, a Ct-Cio alkyl optionally substituted 
with one or more halogens, a C2-C10 alkenyl optionally substituted with one or more 
halogens, a C2-C10 akynyl, optionally substituted witii one or more halogens, a Ci-Cio 
alkoxy optionally substituted with one or more halogens, a Ci-Cio thioalkyl optionally 
substituted with one or more halogens, a C2-C10 thioalkenyl optionally substituted with 
one or more halogens, a C2-C10 thioakynyl optionally substituted with one or more 
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halogens, a NR^^^R^^, and a five to six-membered carbocyclic or heterocyclic ring 
optionally substituted witii up to two R^' groups; 

R"* is selected firom H, a halogen, and OH; 

R^ is selected from CH2OH, CHO, COOH, and a CCR^^ R^)(COOH); 

R^' and R^" are each independently selected from H, O, S and F; or R^' and R^" 
together form an O or S; 

R^^ and R" are each independently a Ci-Ca alkyl optionally substituted with one 
or more halogens, a C2-C3 alkenyl optionally substituted with one or more halogens, or a 
C2-C3 akynyl optionally substituted with one or more halogens; or R^^ and R^^ taken 
together with the nitrogen atom to which they are both bound form a five to six- 
membered heterocyclic ring; 

R^"* and R^^ are each independently a C1-C2 alkyl optionally substituted with one 
or more halogens, a C2 alkenyl optionally substituted with one or more halogens, or a C2 
akynyl, optionally substituted with one or more halogens; 

R^^ is selected from a halogen, a C1-C4 alkyl optionally substituted with one or 
more fluorines, a C2-C4 alkenyl optionally substituted with one or more fluorines, a C2- 
C4 akynyl optionally substituted with one or more fluorines, a C1-C4 alkoxy optionally 
substituted with one or more halogens, a C1-C3 thioalkyl optionally substituted wifli one 
or more halogens, a C2-C3 thioalkenyl optionally substituted with one or more halogens, 
a C2-C3 thioakynyl optionally substituted wifli one or more halogens, a formyl and a 
nitro; and 
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A is selected from O, CH2, CF2, and S. 

1 00. The compound of claim 99, wherein: 
is H or halogen; 

is selected from H, a halogen, a C1-C2 alkyl optionally substituted with one or • 
more fluorines, a C1-C2 alkoxy optionally substituted with one or more fluorines, a C1-C2 
thioalkyl optionally substituted with one or more fluorines, and a NR^ ^R*^; 

R^ is selected from H, a halogen, a CrC2 alkyl optionally substituted with one or 
more halogens, a C1-C2 alkoxy optionally substituted with one or more halogens, a C1-C2 
thioalkyl optionally substituted with one or more halogens, and a NR^^R^"*; 

R'* is H or a halogen; 

R^ is CH2OH, COOH or a C(R^')( R^")(COOH); 

R^* and R^" are each ind^endently selected from H and F; or R^' and R^" together 
form an O or S; and 

101 . The compound of claim 100, wherein: 
A is O or CH2. 

102. The compound of claim 1 00, wherein: 
A is CF2 or S. 

1 03 . A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 99. 
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104. A pharmaceutical agent comprising a phannaceutically acceptable carrier and a 
compoimd of claim 100. 

105. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 101. 

106. A pharmaceutical agent comprising a pharmaceutically acc^table carrier and a 
compound of claim 102. 

107. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amount of a compound of claim 99. 

108. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amount of a compound of claim 100. 

109. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
phannaceutically effective amount of a compound of claim 101. 

110. A method of treating a patient comprising administering to said patient a 
pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
pharmaceutically effective amoimt of a compound of claim 102. 

111. The method according to any one of claims 107-1 10, wherein said method 
comprises treating said patient for a disease or condition selected from the group 
consisting of: syndrome X, non-insulin dependent diabetes mellitus, cancer, obesity, 
cardiovascular disease and dyslipidenua. 
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1 12. A compound selected from the group consisting of; 

4-[5,67,8-tetrahydro-5,53,8-tetramethyl-3-ethoxy-2-naphthate^ 

benzoic acid (Compoxmd 103); 

4-[5,6J,8-tetrahydro-3,5,5,8,8-pentamethyl-l-hydroxy-2-naphthalenyl]^^ 
benzoic acid (Compoimd 104); 

4-[5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-(l , 1 4 -trifluoroethoxy)-2- 
naphthalenyl]benzoyl benzoic acid (Compound 105); 

4-[5,6J,8-tetrahydro-5,5,8,8-tetramethyl-3-propoxy-2-naphthalenyl]benzoyl 
benzoic acid (Compound 106); 

4-[5,6J,8-tetrahydro-33,5,8,8-pentamethyl-4-nitro-2-naphthalenyl]^ 
benzoic acid (Compound 108); 

4-[5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-ethoxy-4-nitro-2- 
naphthalenyl]benzoyl benzoic acid (Compound 109); 

4-[5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-(2,2-difluoroethoxy)-4-nitro-^ 
naphthalenyl]benzoyl benzoic acid (Compound 110); 

4-[(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-methoxy-2- 
naphthalenyl)methyl]benzoic acid (Compound 117); 

4-[(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-wo-propoxy-2- 
naphthalenyl)mefhyl]benzoic acid (Compound 1 18); 
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4-[(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-eflioxy-2- 
naphfhalenyl)methyl]benzoic acid (Compound 1 19); 

4-[(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-(l ,1,1 -1rifuoroelhoxy)-2- 
naphthalenyl)methyl]benzoic acid (Compound 120); 

4-[(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-propoxy-2- 
naphthalenyl)mefhyl]benzoic acid (Compound 121); 

4-[(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-butoxy-2- 
naphfhalenyl)methyl]benzoic acid (Compound 122); 

4-[(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-lieptoxy-2- 
naph11ialenyl)me1hyl]benzoic acid (Compound 123); 

4-[(5,6J,8-tetrahydro-5,5,8,8-tetramefhyl-3-methyl-4-^ 
naphthalenyl) methyl]ben2oic acid (Compound 124); 

4-[(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-methyl-4-ethylamino-2- 
naphthalenyl)mefhyl]benzoic acid (Compound 125); 

4-[(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-methyl-4-propylamino-2- 
naphfhalenyl)methyl] benzoic acid (Compound 126); 

4-[5,6J,8-tetrahydro-5,5,8,8-tetramethyl-3-(2-fluorophenyl)-2- 
naphthalenyl]benzoyl benzoic acid (Compoimd 128); 

4-[5,6J,8-tetrahydro-5,5,8,8-tetramethyl-3-phenyl-2-naphthalenyl]beiizoyl 
benzoic acid (Compound 129); 
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4-[5,6J,8-tetrahydro-5,5,8,8-tetramethyl-3-{3-thienyl)-2-nap 
benzoic acid (Compound 130); 

4-[5,6J,8-tetrahydro-5,5,8,8-tetramethyl-3-(4-fluorophenyl)-2- 
naphihalenyljbenzoyl benzoic acid (Compound 131); 

4-[5,6J,8-tetrahydro-5,5,8,8-tetramethyl-3-(3-nitrophenyl)-2- 
naphthalenyljbenzoyl benzoic acid (Compoimd 132); 

4-[5,6J,8-tetrahydro-5,53,8-tetramethyl-3-(i\r-methyl-iV-e 
naphthalenyl]benzoyl benzoic acid (Compound 134); 

4-[5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-(2-fluorophenyl)-4-nitro-2- 
naphthalenyl]ben2oyl benzoic acid (Compound 136); 

4-[(5,6,7,8-telTahydro-3,8,8-t!ime11iyl-4-ni1ro-2-naph1hate^ benzoic 
acid (Compound 137); 

4-[5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-l-fluoro-3-ethoxy-2- 
naphthalenyl]benzoyl benzoic acid (Compound 141); 

4-[5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-l-fluoro-3-ethoxy-4-mte^^ 
naphthalenyl] benzoyl benzoic acid (Compoimd 142); 

4-[5,6,7,8-tetrahydro-5,53,8-tetramethyl-3-ethoxy-2-naph1halenyl]benzoyl-3- 
chloro-benzoic acid (Compound 144); 

4-[(5,6J,8-tetrahydro-3,5,5,8,8-tetramethyl-2-naphthalenyl)(2-£luoro^ 
methyl] benzoic acid (Compoimd 149); 
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4-[(5,6,7,8-tetrahydro-3,5,5,8,8-pentamethyl-2-naphthalenyl)(4-fIuor^^ 
methyl]benzoic acid (Compound 150); 

4-[(5,6,7,8-tetrahydro-3,5,5,8,8-pentamethyl-2-naphthalenyl)(2^ 
benzyloxy) methyl]benzoic acid (Compound 151); 

4-[(5,6J,8-tetrahydro-3,5,5,8,8-teti:amethyl-2-Mphthate^ 
difluorobenzyloxy) methyl] benzoic acid (Compound 152); 

4-[(5,6J,8-tetrahydro-3,5,5,8,8-tetramethyl-2-naphthalenyl)(4-1rifluoromeA^^ 
benzyloxy) methyl] benzoic acid (Compound 153); 

4-[(5,6,7,8-tetrahydro-3,5,5,8,8-pentamethyl-2-naphthalenyl)(4-trifluoromeflioxy 
ben2yloxy) methyl] benzoic acid (Compound 154); 

4-[(5,6,7,8-tetrahydro-3,5,5,8,8-pentamethyl-2-naphthalenyl)(4- 
trifluorothiomethoxy benzyloxy) methyl] benzoic acid (Compound 155); 

4-[(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-ethoxy-2-naphthalenyl)(2,3-difluoro 
benzyloxy) methyl]benzoic acid (Compound 156); 

4-[(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-ethoxy-2-naphthalenyl)(4-fluoro 
benzyloxy)methyl] benzoic acid (Compound 157); 

4-[(5,6,7,8-tetrahydro-5,5,8,84etramethyl-3-ethoxy-2-naphthalenyl)(2- 
fluorobenzyloxy)methyl] benzoic acid (Compound 158); 

4-[(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-ethoxy-2-naphthalenyl) 
(benzyloxy)methyl]benzoic acid (Compciimd 159); 
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4-[(5,6,7,8-tetrahydro-5,5,8,8-tetramettiyl-3-ethoxy-2-iiaph1iialenyl) 
(butyloxy)methyl]benzoic acid (Compound 160); 

4-[(5,6,7,8-tetrahydro-3,5,5,8,8-pentamethyl-2-naph1halenyl)(^^ 
methyl] benzoic acid (Compowid 162); 

4-[(5,6J,8-tetrahydro-3,5,5,8,8--pentamethyl-2-naphflialenyl)(3- 
fluorobenzylamino) methyl] benzoic acid (Compound 163); 

4-[(5,6,7,8-tetrahydro-3,5,5,8,8-pentamethyl-2-naphttialenyl)(4- 
fluorobenzylamino) methyl] benzoic acid (Compomid 164); 

4-[(5,6,7,8-tetrahydro-3,5,5,8,8-pentamethyl-2-naphthalenyl)( benzylamino) 
methyl] benzoic acid (Compomid 165); 

4-[(5,6J,8-tetrahydix>-3,5,5,83-pentamethyl-2-naphthalenyl)(4-tr^ 
phenoxy)methyl]benzoic acid (Compoimd 166); 

4-[(5,6,7,8-tetrahydro-3,5,5,8,8-pentamethyl-2-naphthalenyl)(4-ter^- 
butylbenzylthio)methyl] benzoic acid (Compomid 167); 

4-[(5,6,7,8-tetrahydro-3,5,5,8,8-pentamethyl-2-naphthalenyl)(4- 
fluorophenylo7^)methyl]benzoic acid (Compomid 168); 

4-[(5,6,7,8-tetrahydro-3,5,5,8,8-pentamethyl-2-naphthalenyl)(4-ter^- 
butylphenyloxy) methyl]benzoic acid (Compoimd 169); 

4-[(5,6,7,8-tetrahydro-3,5,5,8,8-pentamethyl-2-naphthalenyl)(4- 
phenylphenyloxy) methyl]benzoic acid (Compomid 170); 
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4-[(5,6,7,8-tetrahy<koO,5,5,8,8-pentamethyl-2-Mphthalenyl)(4-phen^ 
methyl]benzoic acid (Compound 171); 

4-[(5,6,73-tetiahydro-5,5,8,8-tetimne1hyl-3-ethoxy-2-n^^ 
butylben2ylfhio) mefhyl]benzoic acid (Compound 172); 

4-[(phenylhydrazino)(5,6J,8-teti:ahydro-5,5,8,8-tetrame1hyW^ 
naphthalenyl)]benzoic acid (Compound 173); 



4-[(phenylhydra2ino)(5,6,7,8-tetrahydro-3,5,5,8J^ntamethyl-2^ 



benzoic acid (Compound 174); 

4-[(phenylhydrazino)(5,6J,8-tetrahydro-5,5,8,84etramethyl-4-ethoxy-2- 
naphthalenyl)]benzoic acid (Compound 175); 

4-[(Pyridine-2-hydj:azonyl)(5,6J,8-tetrahydro-5,5,8,8-tetramethylO-^^ 
naphthalenyl)]benzoyl benzoic acid (Compoxmd 176); 

4-[(2,4-difluorophenylhydrazino)(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-4- 
efhoxy-2-naphthalenyl)]benzoic acid (Compoimd 177); 

4-[(2,5-difluorophenylhydrazino)(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-4- 
ethoxy-2-naphthalenyl)]benzoic acid (Compound 178); 

4-[(2,5-dime&ylphenymydrazino)(5,6J,8-tetrahydro-5,5,8,8-tetrame1hyM^ 
ethoxy-2-naphthalenyl)]benzoic acid (Compound 179); 

4-[(2-fluorophenylhydrazino)(5,6,7,8-tetrahydro-3,5,5,8,8-pentameth^^ 
naphthalenyl)]benzoic acid (Compound 180); 
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4-[(phenylimmo)(5,6J,8-tetrahy(ko-5,5,8,8-teti:am 
naphthalenyl)] benzoic acid (Compound 183); 

4-[(4,4,4-trifluorobutoxinMno)(5,6,73-tetrahydro-5,5,8,8-tel^^ 
2-naphthalenyl)]benzoic acid (Compound 184); 

4-[(eAoxyimino)(5,6J3-te1i:ahydro-5,5,83-tetramethy^ 
naphthalenyl)] benzoic acid (Compound 185); 

4-[(propoxyimino)(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-ethyloxy-2- 
naphthalenyl)]benzoic acid (Compound 186); 

4-[(butoxyimino)(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-efhyloxy-2- 
naphthalenyl)]benzoic acid (Compound 187); 

4-[(pentoxyimino)(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-ethyloxy-2- 
naphthalenyl)]benzoic acid (Compound 188); 

4-[(hexyloxyinaino)(5,6J,8-telTahydro-5,5,8,8-tetimnethyl-3-ethyloxy-2 
naphthalenyl)]benzoic acid (Compound 189); 

4-[(3-me%l-butoxyimino)(5,6,7,84etrahydro-5,5,8,8-tetramethyl-3-ethyl^ 
naphthalenyl)] benzoic acid (Compound 190); 

4-[(decyloxyimino)(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3-ethyloxy-2- 
naphthalenyl)]benzoic acid (Compoimd 191); 

4-[(2,3-di£luoroben2yloxyimino)(5,6,7,8-tetrahydro-5,5,8,8-tetramethyl-3- 
ethyloxy-2-naphthalenyl)] benzoic acid (Compound 192); 
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6-(2,3-dihydro-4,4-dimethyl-7-ethoxybeiizopyranyl)ben2^ benzoic acid 
(Compound 201); 

6-[(2,3-dihydro-4,4-dimethyl-7-ethoxy-benzothiopyranyl)]benzoyl benzoic acid 
(Compound 202); 

6- (2,3-dihydro-4,4,7-trimethyl-8mtro-beiizopyranyl)beiizoyl benzoic acid 
(Compound 203); 

7- [ 1 ,4,4-trimethyl-5-mefhyl-6-methoxy 1 ,2,3,4-tetrahydroquinoline]benzoyl 
benzoic acid (Compoimd 212); 

7-[l,4,4-trimeAyl-5-methyl-6-ethoxyl,2,3,4-tetrahydroquinoline]be 
benzoic acid (Compoimd 213); 

4-[(5,6,7,8-teti:ahydro-3,8,8-trimethyl-2-naphthalenyl)efhenyl] benzoic acid 
(Compound 214); 

2-Oxo-2-[4-[5,6J,8-tetrahydro-5,5,8,8-tetrametiiyl-3-ethyloxy-2- 
naphthalenyl]phenyl]acetic acid (compoimd 217); and 

2-Oxo-2-[4-[5,6,7,8-te1rahydro-5,5,8,8-tetramethyl-3-methyl-2- 
naphfhalenyl]phenyl]acetic acid (compound 218); 

and phamiaceutically acceptable salts, esters, amides, and prodmgs thereof. 

113. A pharmaceutical agent comprising a pharmaceutically acceptable carrier and a 
compound of claim 1 12. 
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1 14. A method of treating a patient having a disease or condition selected jfrom the 
group of syndrome X, non-insulin dependent diabetes mellitus, cancer, obesity, 
cardiovascular disease and dyslipidemia comprising administering to said patient a 
pharmaceutical agent comprising a phaimaceutically acceptable carrier and a 
pharmaceutically effective amount of a compoimd of claim 1 12. 
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